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MMlF»:*©*HJ 



x»2ia«©^o 

»#£3|B«©B£36. 

[»#«6] tSfia^-f hx-fynfflftrnt, 1 l- 1 0, il-6, il 

-10, INF-t, TNF-a, GM-CSF, IL-8, XliMCP-10 

[«f*«8] mm±Jt?&&mBLmm&m*. ft®, mm. stmm. 

$;x*y-;i/r$>Sk n-rn7^vf>, ^ /W Kn y. n^fn^if 
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[0 0 0 1] 

j Yi3^ymmm*Ji-*z>m.m\zM-tz>* vtfy^^y&it 

[0 0 0 2] 
[0 0 0 3] 

mftLtc>)i!tffimtfnz.Z> ^An^mmm (ARDS ; adult respirat 
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ory distress syndrome) , &&1£jfirifAjfiL%ff @ (D I C ; disseminated intr 
avascular coagulation) , (MOF; multiple organ failure) ^ 

(D^i^f^ (MOD S ; multiple organ dysfunction syndrome) ICRfiiK 

[0 0 0 4] 

®I^^#:mai:V\e)^f^©#J, ^^*-H/i2>^, 1999. Bone, R. C. : 

Toward a theory regarding the pathogenesis of the systemic inflammatory 
response syndrome : What we do and do not know about cytokine regulation 
. Crit. Care Med. 24 , 163-172, 1996) , Z.<DZ.£frb. £#tt*feftEJSfiMK " 

[0 0 0 5] 
[fMtfflP&b.fc^fc^Sfll®] 

[0 0 0 6] 

#&3*lTV^ (Luce, J. M. et al. : Ineffectiveness of high-dose methyl 
prednisolone in preventing parenchymal lung injury and improving mortal i 
ty in patients with septic shock. Am. Rev. Respir. Dis. 138 , 62-68, 198 
8) o 

[0 0 0 7] 

i l-ira) »ft«*btf>f ya>mm%L*w®* *«»««assn-c 
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VN§ (Abraham, E. et al : Efficacy and safety of monoclonal antibody to 
human tumor necrosis factor a in patients with sepsis syndrome : A rand 
omized, controlled, double-blind, multicenter clinical trial. J. A. M.A. 

273 , 934-941, 1995, Fisher, G. J. et al. : Recombinant human inter leuk 
in-1 receptor antagonist in the treatment of patients with sepsis syndro 
me : Results from a randomized, double-blind, placebo-controlled trial. 
J. A. M. A. 271 , 1836-1844, 1994, Dhainaut, J-F. A. et al. : Platelet-a 
ctivating factor receptor antagonist BN 5021 in the treatment of severe 
sepsis : A randomized, double-blind, placebo-controlled, multicenter cli 
nical trial. Crit. Care Med. 22 , 1720-1728, 1994, Fisher, J-C. J. et al 

: Treatment of septic shock with the tumor necrosis factor receptor : 
Fc fusion protein. E. Engl. J. Med. 334 , 1697-1702, 1996, Bone, R. C. : 

Sir Issac Newton, sepsis, SIRS, and CARS. Crit. Care Med. 24 , 1125-117 
8, 1996) o 

[0 0 0 8] 

mm^l 1-3 2 2 6 0 l^«JCtt, N- [2- (2-?*M ^ K 
[0 0 0 9] 

SHfea-y ^&**^«i§ttTNF-o©*ag&ifi#'r*fe«)©PSB»*** c iw 

[0 0 10] 
[0 0 11] 

fcfc, 5-201864 4$W¥ 10-29941 #^*JC» 
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[0 0 12] 
[0 0 13] 

[Hfi&jW&^sfc&a^®] 

[0 0 14] 
[0 0 15] 

[0 0 16] 

Jf't £ Em fclif^ S % <D X & £ , 
[0 0 17] 

[0018]. 



5 



2003-302652 1 



iff 2 002 — 065720 



[0 0 19] 

TS>U> 7;i/^A-fV-fm Castleman^, mWV 

Wife, T Wl/^—ftJM^ Tls»*r-~ i &&m&m<DTl<')V*-, KfeJfll^ MfcJM 

jtj& • n^ism. fti©s^ wm%L. *-gwm&. flftn^ 'CM*rm& 

[0 0 2 0] 

, liff, w. m. mm^<Dftm^<no*>iM±<nmm<Dmm^i>m 
, #m©t. *mm. fo^mm. ^-^.mm. <ra<£T, m&mm* mm* 

[0 0 2 1] 

6 m$E# 2 0 0 3-3 



'^2 0 0 2-0 6 5 7 2 0 



• 



ytf&Ltp7*M&£%i y jfc&Rl&tfiM~& S I R S (systemic inflammatory resp 
onse syndrome) fc, #tlfc&£-fr>f h >#ifil»PT*^t£i:& y &&AMMttJtt£ 
&oTffi3fcfo£j£ S3£«iftS£) OSCARS (compensatory ant 

i- inflammatory response syndrome) £ ^ZlO©^M^$>>S £#X. 5) tlT V*-g> 

h#>f >Mf#J3lc«fcoT, S I RSO^&fS&XttMtSM^S^i; 

*fc> S I RS ilCAR S ^teSV^cWStbTV^fctf). SIRS 

[0 0 2 2] 

r^|^ilS{S^©fiXI«J _hffi<7) S IRS^C 

ARSOSfi^Hlff OT3ISjBiS*iS^AP?iR{EMS#l» (ARDS) , 

®nhmftM.mm® (dic), #mm»*£ (mof) «<z>«tB*£ (mods) 

[0 0 2 3] 
[0 0 2 4] 

r^^c^^b)5^v^^#^£lfe^/^S:^PJ fcbttt, W 

[0 0 2 5] 

mmvj huj>mfflftm\*. il-u, il-b, il-io, inf- 

r> TNF-a, GM-CSF, IL-8, XttMC P - 1 CD"? *><D'P& < £ % 
[0 0 2 6] 
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^IC^fbT^b^ffi^at-fo IL-U ( inter leukin-1/3 ;-f >#-a-f 3f> 1 
0) , 1L-6 (interleukin-6) , IL-10 ( inter leukin-10) , INF — 
7 ( interferon- y ; >f>#-:7xn> 7) , TNF-a (tumor necrosis fact 
or-a ; JfiSMKJBH^) . GM-CSF (granulocyte macrophage-colony stimu 
lating factor) &-9--f F^-f >> IL-8 ( inter leukin-8) , MCP-1 (ma 
crophage chemoattractant protein-1) tt'r^TW > (1*M h * -f — @) T? 

[0 0 2 7] 
[0 0 2 8] 

77fcf> : E; ^ # l/^*^- F, 7^tf>T^— ypxt? VJr* F, U#7^tf>^ 

[0 0 2 9] 
[0 0 3 0] 

tLlZVi/, -57, fc^S**©**, -?FU> tfX^* -b 
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15*, #*nVmV)miSS. Z?V. 

I, tom, *^i2^J, AM, x«Jftp«t«i (2/ny^»ft*tf) ©m*e^ 
a»Ma>m?a# , r*»^K:tt, flMRl*. l&I&rt, #1*1** £l*U B5t!5[*J 

Miw^jw^bv^ •fc-^^n** (boius) 

[0 0 3 1] 

mtt&Mmnmm. mt> -£H«, a#i*w, 

tt, 0. 0 0 i~i omg/kg/hicr, R^-iarai^"^^^*^*. & 

J0RWK:jK-9^i2# , r*»^K:tt. 0.1~50mg/kg, ^*KttO.3~20m 

g/kg-e&y, 3 e>ic#£ b<&2 — 2 0mg/k g -e&s o *»^K:tt 

0. 1 — 5 Omg/kg, #£b<W:0. 3 — 2 0mg/kg^&*K £ lC#i; b < 2 
-2 0mg/kg^&5 o JBrtrta-^-rsa-^ICJiO. 1-5 0mg/kg, ft%L<&2 
-2 0mg/kgT?&S o ^Pm#i-S#^{Clil-l 0 0 Omg/kg, ^b<»10 
— 5 0 Omg/kg, 3 b<»3 0 — 2 0 0 mg /kgT'&So 

[0 0 3 2] 
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> ; BUMftMu ^t^#m^) , ipi (.mm* mnm> m. 

rear, mxm f^^AM. ttttftAarao > 

[0 0 3 3] 

, £&7£3!K Jiia&K "»«RSU ftttJJIJtau tt»fl:JW, »«?»«r 

[0 0 3 4] 

[0 0 3 5] 
[0 0 3 6] 
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[0 0 3 7] 

7in-;K :nhdf*/3f> % *?y^;i/t: Fn3f*/ Wv:cy, 
[0 0 3 8] 

A^yt^ri/^M.^m^)\y. y;vtf>m> y.a:y-;K ^i/y-M #nn?ix 
y-;i/^##tfe>fts 0 

[0 0 3 9] 
[0 0 4 0] 

[0 0 4 1] 

;nz;i/n-*> ;*^;nz;va-x> asfc-^yyy, r^ifyiiA, nKn^s/^ 
;i/n-x, ^/K^f $/*^;i/iz;va-x:h h u ?A, yn tf u>^u zr— tf? 

[0 0 4 2] 

Fn^i/yntf;i/ir;i/n-x, ^^§ff^j;i/jK^pi/^^;b'fe;i/n-^^ h y #A, 
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[0 0 4 3] 

>^'j3-;i/6 0 0 0^W&m>» 

[0 0 4 4] 

mmm. mm<Dm^izit^m\zm^x^\^u^^y°u\£;v^^)v^^u 

[0 0 4 5] 

mwmmm. mum* ^mmmn. &$nm& ^s^flnu &miz&vm 
&nm&, iisv^ bti^y&mv^mMxizmmmzm&'tzfc®®. v 

y. vmy^^ymmfo. xtezftb<Dmm^mzwrmznz>m<D'p&< 

[0 0 4 6] 

t^-TSiJ-'f b%4yfflffl*fto>p^a>&2>l£& (Mill KHM 

[0 0 4 7] 

[^»J] 
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[0 O 4 8] 

a) B&mmjj&avtfy^^y-t'hvy&vyn^xT)]; (5' -fmn 

-Na) m&^S^^*(0tsuka Pharmaceutical Co., Ltd., Toky 

o, Japan) Jcfg^bfc%<Z>$:Mv^o 
[0 O 4 9 ] 

LPS (Lipopolysaccharide : U jtfaKUtfy #9^ K) :fcfl§a (Escherich 
ia.coliJjfiL^MO 1 1 1 : B 4 E&3fcU stfjtfU * y #9>f KSf^Vft: (Sigma Ch 
emical Co., St. Louis, MO, USA)fre>0AU 3*l«r^3S*a*JC»*Ufe% 

[0 O 5 0] 

E L I S A (Enzyme 1 inked- immuno-sorbent assay) ^ *y b il bT&> I L — 
10. IL— 6, IL-10, INF— y , TNF-a, GM-CSF, MCP 
-1, ©^-^^©li^l-li^-f JfrV-XW (Biosource Inte 
rnational Inc., Camarillo, CA, USA)fr 6>^Abfc=5f ^ h &/iV\fc. M I P - 
2^g0$!f5^lC&-r#**± (TECHNE Corporation, Minneapolis, MN, USA)fr£> 
lAbfc^r^h?:MV\fe„ MIP-2H ^?tf7.(D>T^A U , 

[0 O 5 1 ] 

N0 2 /N0g77t'f^ > yhit WOfb^Wa&JJr (Dojindo Laboratories, 
Kumamoto, Japan) 3i)'>?)iALfe : b0^fflV\fe„ 
[0 O 5 2] 

^lICR^r^Xli, SMt^CD^O^.Japan SLC Inc. (Shizuoka, Japan)^^ 
AU 2 3 °C (fr^lSH : 2 0 ~ 2 6 °C) , ^115 5 % (fr^$§H : 4 0 ~ 
7 0 %) cD^fTFT*, 1 2^RI#©WHff*-f (^l«f7^tC^-r htf>U ^ 

^S^^X^jilS^X.^ (MF, Oriental Yeast Co. Ltd., Tokyo, Japan) \Z7 
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[0 0 5 3] 

seb (*6:7K9*Mf#*) x*7-fn39*^-7f 

(Staphylococcus aureus enterotoxin) B, BT-202&M V"»fe„ 
[0 0 5 4] 

[0 0 5 5] 

£1% LPS 1 2mg/kg I CRT^X ( 6 «») 'tC»J|R|*##bT, 
[0 0 5 6] 

sisisu emm. 9mm. 12mm. 15m ism 21m &tf24 

it, L P S ©S-^-Wr^ 6 6 ISfMftittlfelC, 2OmgAg05' -FMN-Na 
«:#lDRrttciiaaAlCi:y«-^UT, LPS©tW^9» 1 2 B?|ffl, 1 

5B#im> ism 21m &x$2 4i&mmm&ic : €ti : eftMi&zftvfco ^ 

feiMf-^tbt^t^ofe. JRjfitKlttEDT A (ethylene diamine t 
etraacetic acid) teSti??** y ?§g£M#§£ffl W HWOtMRfr&SUfcb 
fe 0 *3tbfe#Jfil«S:a^il« (3 0 0 0 rpm, 1 0£\ 4°C) KfrWMm 
*&Mhtc%t, - 8 0-CtCT##0feo . 
[0 0 5 7] 

[0 0 5 8] 

Jfe^l*©*9->f h* J JtlBEL I SA*y h*m 

V^E L I S A&lCi: yi^bfe. "7°l/-hU-^ (Spectra max 250, Jfolecul 
ar Devices Corporation, Sunnyvale, CA) iZ «fc *J 4 5 0 nmlCT^l^- h 
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«E*flfcy, flf&tlfcT 2 — # &S0FT max PRO 1.1 (Molecular Devices Corporation, 
Sunnyvale, CA) ^MV^T^frbfe,, 
[0 0 5 9] 

JlfSM^iCfeV^te, MSRI^tt. M I P - 2 iZ^Tte 1 . 5 P g/mL^T, 
I L-6&COV>T&3. Opg/mLJ^T. I L - 1 0 to V>Ttt 7 . Opg/«L#T v 
• INF- rtCOWtttl. 0 P g/mLJ^T> TN F - a ^CoV^T« 3 . Opg/mL^T 
, MCP- HCOWTli9. Opg/mLj£*T> I L - 1 0 JCO 0 . 9 pg/mL^ 

T. GM-CS FlCOVNTttl. Opg/mLJgAT. U *W5gRB#MsTF<ZMiftfc'^ 
Ttt0pg/«L£bfe. 
[0 0 6 0] 

jfilitPpGDNOilSte, N0 2 /N0 3 7*;t>f^*;hSfflK NO^NOg 

(Amicon: Beverly, MA, USA) CfcoTftjftbfegU (1 5 

OOOrpm, 1 5£\ 4*C) JC^ttfc. M^H^lC^^fclfil^-b-^^lC, 
N0 3 »7C*5B«:*inU N0 3 l:N0 2 i:ii$f, ^U^«* (Gress reag 
ent) |ffl^t»N0 2 l^Itbfe. ^l/- h U (Spectra max 250) ICJ: 
y 5 4 0nmlCt^l/-h»I^J, ^tlfc-T 2 - * JCOV%T_fcffiS0FT max P 
RO l.l&JBv>T##fbfc. 

n> ^n^^-^t 5' - FMN-N a *g#^-^£<2^M ' 
t*fe£fC«fcy#*fbfe. «6tf^»^«ftt. SAS 6.12(SAS Institute Japan Inc., 
Tokyo, Japan) &J8V%TffVV P H^O. 05 (two-sided) J: U/JnS V^^JCilSft^ 

[0 0 6 1] 

# -< >mm<DWfeife%: & h 7 8 ki, no & ei 9 ic^-r o 

[0 0 6 2] 

>t$Uce-*£j*L, fO^^Ci^bfc. 5' -FMN-Naft^ 

(LPS^#^^^6^S^IC5' -FMN-Na^) ^CfeV^T 

1 5 miiE# 2003-3026521 
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5' -FMN-Nat#j£^e>IL-ljSlIW>b®«)> LPS*g£ 
fr&9Bm~l 2«tfaftiftOD|BI»C;fcV%T I L - 1 j8 ftKtf^&^ftttCfitJE b fc„ . 
[0 0 6 3] 

is 2 c^-r '* e» imaii*© inf-t aswu lps ©«#b?^ e> 6 B#ngs£ 
;t/-yac£v^&> 9hmb~i 8 ^lerjisiaaxsrtc^v^-c i n f- raift^-r*^ 

**KUB«b&. 

[0 0 6 4] 

03 &c*VtJ:e>JC, jjWRtf»©I L-6SIH LP SO«4«A*bll*Hi 

I L-6j§IttLP S«#J$fr & 2 4 ^|SI«jaifeK:feV>T%«^i: bTHSv^fc 
3tbfe 0 5' -FMN-NatK^^-^KlfeV^Ttt, 6 RfrHMBftffclC 5 ' — F 

*«2 i^iBUiaaife*"e«i»atifc. 

[0 0 6 5] 

04lCjaVtJ;e>ie, M^GM-CSFlflit 1 BM8~ 6 i*m&jfta>nic 
fcvvctr-^&asU 9«narft5a«*T?K:tt%4:<Z)«*-C3«^bfc- ^©^> L 
PS|ft#l»^e)2 ll*Wjttii«K:feV\T, 2Eg©br-^«««*Stlfe. 
5* -FMN-N a«#$Ol/-:7K:a3V*Ttt, 6^Sii^lC5' — FMN — N 
a&St^bfcmiCfcy, LPS»^&2 lWrlSfiiftlfciCfc^TGM-CS 

[0 0 6 6] 

0 5&tf®6K:j3^«fce>lC, ifltKttp <D I L - 1 0 mMt T N F - a gfttt, L 
P sft^e> l l©rajjS5flilfe4: 2 l B#|^@ii^{c^T^*i^*ii!J!5t& 2 o<z>t? 
-^fc^bfc. 5' -FMN-N a &&^bfc££&C<fc y, 2 EI @ ©If- * B#ic 
fcV^I L-l 0l^TNF-aiS*^bfe o 
[0 0 6 7] 

0 7&C^f J^JC, i»MCP-l« LPSfi#t^f 
«»B?K:if-#&j5*Lfc. ^©a. MCP- lim^CiiLfc. 5' -F 
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[0 0 6 8] 

®8lC^t-«t^lC, jfil^^CDMI P-2^S«, LP S«#&JCfcifib 1B5NW 

-FMN-N at£-£^;i'-^ > {C&VNT&9 tlfgitCMI P-2tI»>U 
[0 0 6 9] 

m 9 ic^-r * e> jc> n omm\t lps &MMMt b 9 ftneuMtic ^ - * *m 

bfeo r©I^NO*tt2. 4t$^3&&£'^V>fco NO-fit©*^*^ 
>©§|aifcW^bTV^£#;ie>*b£o 5' -FMN-Natt9»l~18l*W 
ft®©WK:feVNTNOffi©fliiW«r*«:^^^ofc^ 2 l «MW~ 2 4 HMMBi 
© R3 V n X it N O m<D aril & *t b - 
[0 0 7 0] 

J2U:©J:e>SC, 5' - FMN-N a F h3^>&C j: o T^l§^ tlfeifecf 1 

[0 0 7 1] 

*«f, SEB0. 75mg/kgMD-^7^ht^>l. 8g/kgS, 
«BAL'B/c7W (6») {CflK&tflS^L-T, xdpVh^fi/> (SEB) 
y *V?*$:ffr&bfc. 
[0 0 7 2] 

n> hn-;i/eOi/-^K:£v^te. se b©s#h& (OHfriH) eisisu 
9H#ng, 12m 1 5^r^> &?>*l 8l»raUijfltfeK:-€-*i-?*i*RJfitS:ffofc. 5 
' -FMN-N a&#40l/-:/tC33^TteU S EB©S#«r^& 6B?ia»ja^tc 
, 20mg/kg©5' -FMN-NaSr^M^lClHr^AlC^y^bT, S 

EB®sw?>9iiri, 12m urn 8B?iar«3«ftK:*n**b 
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'kg** (3 0 0 0 rpm, 1 0£\ 4°C) tC^»Jfit5(tS:^lKL/fcft, ~ 8 0 °C 

K:*C##bfc. 

[0 0 7 3] 

j^jS^&H l 0-012 ic^fo 

[0 0 7 4] 

01 OlZ^&olZ. Jlilil|itt©INF-7»«tt, SEB©a^69lUH 

ftj&KJCfcr-^&asb:, ^©^M^bfeo 6^TO5g^lC5' — FMN — 

Nafe8#bfcti5, 1 2^@M#ieiCfeV>TINF-TtgM©«I^^ 

[0 0 7 5] 

naa«icbr-^&3a%u -e©««^bfe. sEBS^e>6W»5' 

-FMN-Na?:f#bfci:r5, 1 2 ^®ig#j£lCfe^TM I P - 2 ©«I0J 
[0 0 7 6] 

mi 2ic^-r e fce>c> iL-6»a»*sEB©«#«r**&i 2i^raftjftifejct: 

-#£^bfc„ SEBig^e>6^raM^JC5* - FMN-N a &&#bfc£: 

o 

[0 0 7 7] 

JgiLL© J: 3 5' -FMN-N attxapy h^i/>KlJ;otl^Stlfelfil* 

[0 0 7 8] 
[38I£<Z>8&5I] 
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,[01] LP sm^fCfe tfSjfilittp 1 L — 1 jS ^©^^F^bSr^-t^ 

[®2i lp s^#^ic^^sifiiii*i n f - y mm.ow&uiti£^°t ? 

[0 3] LP S&-##BC&#SJfilgttpI L-6ai©lMbl:mt^ 

[0 5] LP Si8^#K:fctt£Jfa£t*Pl L - 1 oa^^s^'ftiSr^-r^ 

[0 6] LP Sffc#^lCfctt&Jfil8t t FTNF- alg^^^'fb&^'ry 

[0 7] LP S&-£^lC£#£]&f&*MCP- lii0lHI{b&att^ 

[0 8] LP S|g-£iBC£tf£lfa$tt : PMI P- 2^^©^^fb&^-t^ 

[09] lp s&^mc&v£&m*Nomm<D&^fc*^y^7x 

[010] S E BiWc^SAicfiNF - rmgtf>i!£Bf^fb£^t- 

[01 1] S E B|g-^&Cfett£jfttittFMI P- 2^g©jjgB£^ffc£^t' 
^77T**5. 

[012] S E B-SSi^mzlSV Zftm* I L-6iI©i|l|^[:5:it^ 
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400 



200 



100 



5'-FMN-Na 20 mg/kg, l.v. 



/ \ 










! 1 1* 



9 12 15 

Time (hr) 



21 24 



• :5' -FMN-Na &-§-^;U— 
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0:=l>hP— )U7)lr-Zf 
m : 5' -FMN-Na © 
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